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for the sponsor to undertake or con-
tinue the clinical trial, e.g., why dis-
tribution of the drug to test subjects 
should not be considered part of the 
normal cost of doing business. 

(2) Treatment protocol or treatment 
IND. A sponsor or investigator may 
charge for an investigational drug for a 
treatment use under a treatment pro-
tocol or treatment IND provided: (i) 
There is adequate enrollment in the 
ongoing clinical investigations under 
the authorized IND; (ii) charging does 
not constitute commercial marketing 
of a new drug for which a marketing 
application has not been approved; (iii) 
the drug is not being commercially 
promoted or advertised; and (iv) the 
sponsor of the drug is actively pursuing 
marketing approval with due diligence. 
FDA must be notified in writing in ad-
vance of commencing any such 
charges, in an information amendment 
submitted under § 312.31. Authorization 
for charging goes into effect automati-
cally 30 days after receipt by FDA of 
the information amendment, unless the 
sponsor is notified to the contrary. 

(3) Noncommercialization of investiga-
tional drug. Under this section, the 
sponsor may not commercialize an in-
vestigational drug by charging a price 
larger than that necessary to recover 
costs of manufacture, research, devel-
opment, and handling of the investiga-
tional drug. 

(4) Withdrawal of authorization. Au-
thorization to charge for an investiga-
tional drug under this section may be 
withdrawn by FDA if the agency finds 
that the conditions underlying the au-
thorization are no longer satisfied. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 19476, May 22, 1987; 67 FR 9585, Mar. 4, 
2002] 

§ 312.10 Waivers. 

(a) A sponsor may request FDA to 
waive applicable requirement under 
this part. A waiver request may be sub-
mitted either in an IND or in an infor-
mation amendment to an IND. In an 
emergency, a request may be made by 
telephone or other rapid communica-
tion means. A waiver request is re-
quired to contain at least one of the 
following: 

(1) An explanation why the sponsor’s 
compliance with the requirement is un-
necessary or cannot be achieved; 

(2) A description of an alternative 
submission or course of action that 
satisfies the purpose of the require-
ment; or 

(3) Other information justifying a 
waiver. 

(b) FDA may grant a waiver if it 
finds that the sponsor’s noncompliance 
would not pose a significant and unrea-
sonable risk to human subjects of the 
investigation and that one of the fol-
lowing is met: 

(1) The sponsor’s compliance with the 
requirement is unnecessary for the 
agency to evaluate the application, or 
compliance cannot be achieved; 

(2) The sponsor’s proposed alter-
native satisfies the requirement; or 

(3) The applicant’s submission other-
wise justifies a waiver. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 67 FR 9585, Mar. 4, 
2002] 

Subpart B—Investigational New 
Drug Application (IND) 

§ 312.20 Requirement for an IND. 
(a) A sponsor shall submit an IND to 

FDA if the sponsor intends to conduct 
a clinical investigation with an inves-
tigational new drug that is subject to 
§ 312.2(a). 

(b) A sponsor shall not begin a clin-
ical investigation subject to § 312.2(a) 
until the investigation is subject to an 
IND which is in effect in accordance 
with § 312.40. 

(c) A sponsor shall submit a separate 
IND for any clinical investigation in-
volving an exception from informed 
consent under § 50.24 of this chapter. 
Such a clinical investigation is not 
permitted to proceed without the prior 
written authorization from FDA. FDA 
shall provide a written determination 
30 days after FDA receives the IND or 
earlier. 

[52 FR 8831, Mar. 19, 1987, as amended at 61 
FR 51529, Oct. 2, 1996; 62 FR 32479, June 16, 
1997] 

§ 312.21 Phases of an investigation. 
An IND may be submitted for one or 

more phases of an investigation. The 
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clinical investigation of a previously 
untested drug is generally divided into 
three phases. Although in general the 
phases are conducted sequentially, 
they may overlap. These three phases 
of an investigation are a follows: 

(a) Phase 1. (1) Phase 1 includes the 
initial introduction of an investiga-
tional new drug into humans. Phase 1 
studies are typically closely monitored 
and may be conducted in patients or 
normal volunteer subjects. These stud-
ies are designed to determine the me-
tabolism and pharmacologic actions of 
the drug in humans, the side effects as-
sociated with increasing doses, and, if 
possible, to gain early evidence on ef-
fectiveness. During Phase 1, sufficient 
information about the drug’s phar-
macokinetics and pharmacological ef-
fects should be obtained to permit the 
design of well-controlled, scientifically 
valid, Phase 2 studies. The total num-
ber of subjects and patients included in 
Phase 1 studies varies with the drug, 
but is generally in the range of 20 to 80. 

(2) Phase 1 studies also include stud-
ies of drug metabolism, structure-ac-
tivity relationships, and mechanism of 
action in humans, as well as studies in 
which investigational drugs are used as 
research tools to explore biological 
phenomena or disease processes. 

(b) Phase 2. Phase 2 includes the con-
trolled clinical studies conducted to 
evaluate the effectiveness of the drug 
for a particular indication or indica-
tions in patients with the disease or 
condition under study and to deter-
mine the common short-term side ef-
fects and risks associated with the 
drug. Phase 2 studies are typically well 
controlled, closely monitored, and con-
ducted in a relatively small number of 
patients, usually involving no more 
than several hundred subjects. 

(c) Phase 3. Phase 3 studies are ex-
panded controlled and uncontrolled 
trials. They are performed after pre-
liminary evidence suggesting effective-
ness of the drug has been obtained, and 
are intended to gather the additional 
information about effectiveness and 
safety that is needed to evaluate the 
overall benefit-risk relationship of the 
drug and to provide an adequate basis 
for physician labeling. Phase 3 studies 
usually include from several hundred 
to several thousand subjects. 

§ 312.22 General principles of the IND 
submission. 

(a) FDA’s primary objectives in re-
viewing an IND are, in all phases of the 
investigation, to assure the safety and 
rights of subjects, and, in Phase 2 and 
3, to help assure that the quality of the 
scientific evaluation of drugs is ade-
quate to permit an evaluation of the 
drug’s effectiveness and safety. There-
fore, although FDA’s review of Phase 1 
submissions will focus on assessing the 
safety of Phase 1 investigations, FDA’s 
review of Phases 2 and 3 submissions 
will also include an assessment of the 
scientific quality of the clinical inves-
tigations and the likelihood that the 
investigations will yield data capable 
of meeting statutory standards for 
marketing approval. 

(b) The amount of information on a 
particular drug that must be submitted 
in an IND to assure the accomplish-
ment of the objectives described in 
paragraph (a) of this section depends 
upon such factors as the novelty of the 
drug, the extent to which it has been 
studied previously, the known or sus-
pected risks, and the developmental 
phase of the drug. 

(c) The central focus of the initial 
IND submission should be on the gen-
eral investigational plan and the proto-
cols for specific human studies. Subse-
quent amendments to the IND that 
contain new or revised protocols should 
build logically on previous submissions 
and should be supported by additional 
information, including the results of 
animal toxicology studies or other 
human studies as appropriate. Annual 
reports to the IND should serve as the 
focus for reporting the status of studies 
being conducted under the IND and 
should update the general investiga-
tional plan for the coming year. 

(d) The IND format set forth in 
§ 312.23 should be followed routinely by 
sponsors in the interest of fostering an 
efficient review of applications. Spon-
sors are expected to exercise consider-
able discretion, however, regarding the 
content of information submitted in 
each section, depending upon the kind 
of drug being studied and the nature of 
the available information. Section 
312.23 outlines the information needed 
for a commercially sponsored IND for a 

VerDate Aug<31>2005 09:34 May 18, 2007 Jkt 211069 PO 00000 Frm 00065 Fmt 8010 Sfmt 8010 Y:\SGML\211069.XXX 211069


		Superintendent of Documents
	2014-10-17T14:00:44-0400
	US GPO, Washington, DC 20401
	Superintendent of Documents
	GPO attests that this document has not been altered since it was disseminated by GPO




